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Overview 

Introductory Remarks 

Background on FDA medical device 
premarket organization 

A few basics of FDA medical device laws 
pertaining to premarket procedures 

Some background on pathways to placing a 
device on the market in the US  
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Overview Continued 

Premarket approval  

Premarket notification 

Available FDA reference material 

Questions 
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Introductory Remarks 

Listening to presentations on laws and 
regulations is not one of the most stimulating 
things we do in life 

This is a highly condensed discussion of very 
detailed technical topics that are not static 

 There are more commonalities and fewer 
differences globally; CTD, IMDRF  
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Introductory Remarks 

I hope at the end of today you have a basic 
understanding of FDA’s premarket processes; 
not mastery 

Through international collaboration on 
premarket topics we help ensure global 
safety and effectiveness of medical devices 
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FDA 
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FDA Premarket Organization 

Federal regulation of devices is centralized in 
the FDA; FDA is the competent authority 

FDA consists of product centers; one is 
Center for Devices and Radiological Health 
(CDRH) 

CDRH consists of 7 offices; 7 have premarket 
activities: 
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FDA Premarket Organization 

Device Evaluation* 

In Vitro Diagnostics and Radiological Health* 

Surveillance and Biometrics - assists 

Science and Engineering Labs - assists 

Compliance – assists 

Management Operations – supportive 

Communication, Education - supportive  
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FDA Premarket Organization 

ODE and OIVD divided into divisions, 
divisions divided into branches; branches are 
the interface with manufacturers and where 
review staff reside 

FDA relies on its own staff, external experts, 
fellows, third parties, and others to assist 
with premarket review 
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Basics of Relevant Law  

Federal Food, Drug and Cosmetic Act; 1976 
and other device amendments 

Prohibited Acts (some) – You cannot… 

Put a device in commerce that does not have 
premarket approval or premarket notification, if 
required 

You must comply with quality system 
requirements 
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Basics of Relevant Law  

Establishment of three Classes of devices; 
fundamental to premarket processes 

Class I – subject to general controls 

Class II – general and special controls 

Class III – general controls and premarket 
approval 

 

13 



ITA-FDA Medical Devices Regulatory Capacity Building Training Program for International Medical Devices Regulators  
March 27 - 28, 2014; San Francisco, California 

Basics of Relevant Law 

 

Meeting requirements of the class provides 
reasonable assurance of safety and 
effectiveness 
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Basics of Relevant Law 

General Controls (not all listed) 

Registration/listing 

Quality systems 

Adulteration and misbranding 

Reports (MDRs, corrections and removals) 

Special controls – as FDA determines and 
made part of device type class regulation 
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Basics of Relevant Law 

Classification of device types on market 
before 1976 is based on rules.  

Class I – general controls sufficient or not a risk 

Class II – general controls alone insufficient and 
there is information to establish special controls 

Class III – General controls insufficient, cannot 
make and special control and high degree of risk 

See 21 CFR 800 series for classifications 
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Basics of Relevant Law 

Classification of post 1976 devices: 

Class III unless 

“Substantially equivalent” to pre 1976 device or 
to a post 1976 device that does not require 
premarket approval 

Reclassification process (topic for another 
day) 
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Basics of Relevant Regulation 

Important classification definitions:  

“Valid scientific evidence” 

 

“safe” 

 

“effective” 
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Basics of Relevant Regulation 

“Valid scientific evidence” 

Well controlled, partially controlled, no matched 
control 

Well documented case histories 

Significant experience 

Not valid evidence – isolated cases, random 
experience 
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Basics of Relevant Regulation 

“Safe” 

Based on valid scientific evidence  the probable 
benefits when used according to labeling 
outweigh any probable risks 

Absence of unreasonable risk 
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Basics of Relevant Regulation 

“Effective” 

Based on valid scientific evidence in a significant 
portion of the target population when the device 
is used according to labeling the device will 
provide clinically significant results 
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Determining Class 
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Determining Class 

 

23 



ITA-FDA Medical Devices Regulatory Capacity Building Training Program for International Medical Devices Regulators  
March 27 - 28, 2014; San Francisco, California 

Determining Class 
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Determining Class 

 

25 



ITA-FDA Medical Devices Regulatory Capacity Building Training Program for International Medical Devices Regulators  
March 27 - 28, 2014; San Francisco, California 

Pathways to the Market 
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Pathways to the Market 

Foundation for safety and effectiveness and 
source of marketing submission, if needed, is 
the technical file - created, maintained and 
updated by the manufacturer 

Quality system regulation (and standard) and 
risk management standard: design, testing, 
production and postmarket processes  
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Pathways - Before Submission 

Clinical information may be needed for 
validation purposes and perhaps submission 
to FDA 

Sources: 

Literature 

Clinical experience – registries, MDRs… 

Clinical investigation – IDE study 
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Pathways – Before Submission 

Requirements for shipment of devices to 
conduct investigational studies contained in 
IDE regulation, 21 CFR Part 812. 

Foreign studies not involving shipment from 
US not subject to FDA jurisdiction 

Human subject protections vital 
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Pathways – Three Paths  

No submission  – “exempt devices” – 

Class I (93%), several Class II (8%) 

Premarket notification [510(k)] – devices 
not exempt, not requiring premarket 
approval  

7% Class I,  92% Class II, (very few Class III*) 

Premarket approval (PMA) – Class III 
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Pathways – Exemption Void 

Exemption no longer applies when new 
device compared to the generic devices in 
the exempt class: has new intended use or 
different fundamental technology, IVD with 
certain claims (21 CFR §§862.9, 864.9), or as 
specified in classification regulation 
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Pathways – Also No Submission 

Exempt devices: 

Unfinished devices, devices not sold in US, 
custom devices, veterinary devices, private label 
devices covered by another 510(k), pre-1976 
devices still on the market 
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Premarket Approval  Path (PMA) 

Class III device by classification regulation 
or a “not substantially equivalent” device as 
determined as a result of a 510(k) 
submission 

PMA regulation is 21 CFR Part 814 

Submission similarities in other countries 
(IMDRF) 
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PMA Process 

How does manufacturer know what to submit 
to FDA in a PMA? 

Technical file is guided by QS regulation, prior 
PMA submissions, FDA guidance, standards, and 
IDE process 

FDA provides input in Pre-IDE meeting, pre-PMA 
meeting 
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PMA Process – What to Submit 

 

35 



ITA-FDA Medical Devices Regulatory Capacity Building Training Program for International Medical Devices Regulators  
March 27 - 28, 2014; San Francisco, California 

PMA Process – What to Submit 
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PMA Process - Guidance 
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PMA Process- Standards  
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PMA Process – PMA Submission 

Contents of a PMA, 21 CFR §814.20 

Administrative information 

Summary: indications, description, alternatives, 
marketing history, summary/conclusions of 
studies 

Complete description: device, properties, 
principles of operation, manufacturing 

Standards used  
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PMA Process – PMA Submission 

Contents continued 

Technical sections: preclinical, engineering, 
clinical 

Bibliography 

Labeling 

Financial certification, environmental assessment 
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PMA Process – PMA Submission 

Two types of PMAs: traditional or modular  

Filing review by FDA 

Preapproval facility/BIMO inspection often 
required 

FDA review may result in questions 

FDA substantive review is followed by expert 
panel evaluation and recommendations 
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PMA Process – PMA Submission 

FDA Actions on a PMA, 180 day review cycle 
resulting in 

Approved 

Approvable – substantially meets requirements 

Not approved – major deficiencies and measures 
to place in approvable form 

Denial of approval – major deficiencies of a type 
that may not be correctable 
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PMA Process – PMA Submission 

FDA may withdraw or suspend approval of a 
device 

Approval order contains any requirements 
pertaining to device such as annual reports, 
postmarket studies, specific labeling 
requirements 
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PMA Process- Supplements 

PMA supplements are required for changes 
affecting safety and effectiveness such as 
new indications, certain labeling changes, 
new facilities, certain change in performance, 
specs, sterilization, packaging… 
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PMA Process- Supplements 

Changes not affecting safety and 
effectiveness are reported in annual report or 
30 day notice  

labeling and manufacturing changes 
enhancing safety are submitted as 
supplements but may be initiated 
immediately. 
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PMA Process- Supplements 

Manufacturing Changes affecting safety and 
effectiveness submit as 30 day notices/135 
day supplements 

FDA guidance on supplements, 30 day 
notices, preapproval inspections 

“Amendments” are submissions to PMAs or 
supplements prior to final decision  
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PMA Processes  

Other Class III processes will not be 
addressed in this training because of their 
limited use: 

  Product development protocol (PDP) 

  Humanitarian Use Device (HDE)  
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PMA Process  
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PMA Process 

Imported Class III device must be PMA 
approved 

Export of PMA approved devices – CFGs 

Export of unapproved Class III devices 

Two methods – details in 802 and 801(e)(2) of 
the law 
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PMA Guidance 
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PMA Guidance  
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PMA Guidance 
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PMA Guidance 
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510(k) Path - What is a 510(k) 

Premarket Notification 

Section 510(k) of FDA law 

See 21 CFR Part 807, Subpart E 

Marketing clearance application 

Based on “substantial equivalence” to legally 
marketed device for which a PMA is not 
required 
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510(k) Classifies a New Device 

New device is classified by substantial 
equivalence (SE), or not equivalence (NSE) 

If SE then new device is same class as 
“predicate” device 

If NSE then it is Class III (it is also Class III 
until an SE decision)  
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510(k) Predicate 

Legally marketed device to which submitter 
claims equivalence  

Predicate does not have to be manufactures 
own device 

FDA guidance on selecting a predicate 

Also “reference” devices; technical aspect   
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Predicate Guidance 

Device advice on www.fda.gov 
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510(k) Required When -  

Introducing a new device 

Making a significant change to a device: 
labeling, 
technology/engineering/performance, 
materials 

FDA guidance on changes to devices 
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K97-1 Guidance 
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Who Must Submit 510(k) 

 

Manufacturers 

Specification developers 

Repackagers who change device 

Relabelers who change intended use 
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Who Does Not Submit 510(k) 

Private label distributor: 

“distributed by …” 

“manufacturer for …” 

 

Repackager who doesn’t alter device or 
labeling 
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Different Types of 510(k)s 

Traditional 510(k) – addresses all content 
requirements and includes all necessary data 

Abbreviated 510(k) – relies on guidance, 
special controls, standards 

Special 510(k) – change to manufacturer’s 
marketed device, summary of changes 
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Traditional 510(k) Contents 

Administrative information 

Classification name, CFR number, class, 
”product code” 

Common and proprietary name/model 

Indications 

Truthful/accurate statement  
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Traditional 510(k) Contents 

Labeling 

Standards statement 

Financial certification 

Predicates/reference device(s) and 
comparisons 

Data (preclinical, engineering, clinical) 
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Traditional 510(k) Contents 

510(k) statement/summary 

Class III certification 

Sterilization information 

Software information 

ANY OTHER INFORMATION FDA REQUESTS 
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FDA SE Decision Algorithm 

FDA’s has method to determine whether the 
new device is “substantially equivalent” to 
the claimed predicate device. 

Embedded in the law but elaborated by FDA 
in guidance. Decision flow chart completed 
by FDA but submitters often include in 
submission a suggested highlighted flow 
chart 
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Abbreviated 510(k) Contents 

Submitter elects to submit summary reports 
on the use of guidance, special controls, and 
declarations of conformity to standards to 
expedite the review 

Describe in detail any deviations from the 
above documents and reasons.  
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Special 510(k) Contents  

Contents in many respects are similar to a 
traditional 510(k) but the focus is on the 
specific change 

Include a “concise summary” of related 
design control activities and declaration of 
conformance to design controls: risk analysis, 
verification/validation test description 
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Review process 

90 day review cycle 

Submission filing type review 

Usually one main FDA reviewer who can rely 
on any other inputs within FDA 

Reviewer may request additional information 
by letter, phone, or electronic means 
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FDA Decisions on 510(k) 

 

Request for additional information 

Withdrawn for lack of response 

Not equivalent order 

Substantially equivalent order 
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Submitter Action  

If SE then proceed to market 

 

If NSE then submit a PMA, a “De Novo”, 
correct the cause for NSE, if possible, or 
appeal (We won’t discuss De Novo) 
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510(k) Special Issues 

A firm may not BOTH manufacture and 
distribute a new device without their own 
510(k) 

A device not in final form (unfinished), or in 
final form but not for sale does not need a 
510(k) 
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510(k) Guidance -Forms 
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510(k)Guidance - Forms 
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510(k) Guidance 

Traditional, Abbreviated, Special 510(k) 
methods 

Changes to devices 

Predicates 

Product specific guidance 

Software guidance… 
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